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From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION CONCERNING 

OUDIVIIOOIV^IN Kjn iriMlAldlVIII I ML 

OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 



Date of mailing (day/month/year) 

16 January 2001 (16.01.01) 



To: 



<;APKL Nnrin 




0 1. 1. 22 s 



9th floor, Taka-ai BuUdmgT^ ^/^qo^Q^V^ 
1 5-2, Nihonbashi 3-chor^el" 
Chuo-ku, Tokyo 103-0027 
JAPON 



Applicant's or agent's file reference 

JA905233 



IMPORTANT NOTIFICATION 



International application No. 

PCT/J POO/07992 



International filing date (day/month/year) 

13 November 2000 (13.11.00) 



International publication date (day/month/year) 

Not yet published 



Priority date (day/month/year) 

16 November 1999 (16.11.99) 



Applicant 



JAPAN SCIENCE AND TECHNOLOGY CORPORATION et al 



2. 

3. 



The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indEcated by an asterisk appearing next to a date of receipt, or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

An asterisk(*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 1 7.1 (c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 
as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Prioritv date 



Prioritv application No. 



16 Nove 1999 (16.11.99) 11/326007 



Countrv or regional Office 
or PCT receiving Office 

JP 



Date of receiot 
of prioritv document 

03 Janu2001 (03.01.01) 



The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.14.35 



Form PCT/IB/304 (July 1998) 



Authorized officer 

Somsak Thiphrakesone 

Telephone No. (41-22) 338.83.38 
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From the INTERNATIONAL BUREAU 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 

CrUMIvlUNlLrA 1 lUN Ur 1 lit liM 1 tnl>i>\ 1 IUI>Ia\L 

APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 


To: 

SAEKI, Norio 

9th floor, Taka-ai Building 

15-2, Nihonbashi S-chome ~=--^ 

/ '0 1. 0. 04 s 


Date of mailing (day/month/year) 

25 May 2001 (25.05.01) 




Applicant's or agent's file reference 

JA905233 


IMPORTANT NOTICE 


International application No. International filing date (day/month/year) Priority date (day/month/year) 

PCT/J POO/07992 13 November 2000 (13.11.00) 16 Novennber 1999 (16,11.99) 


Applicant 

JAPAN SCIENCE AND TECHNOLOGY CORPORATION et a! 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

US 



In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2- The following designated Offices have waived the requirement for such a communication at this time: 
EP 



The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
25 May 2001 (25.05.01) under No. WO 01/36677 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter It has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/lB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of WlPO 


Authorized officer 


34, chemin des Colombettes 


J. Zahra 


121 1 Geneva 20, Switzerland 
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PATENT COOPERATION TREATY 



From the INTERNATIONAL BUREAU 



> ^ 




PCT 



To: 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



SAEKI, Norio 

9th floor, Taka-ai Building 

15-2, Nihonbashi 3-chome 

Chuo-ku, Tokyo 103-0027 

JAPON 



Date of mailing {day/month/year) 

04 December 2000 (04.12.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 

JA905233 


International application No. 

PCT/J POO/07992 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

JAPAN SCIENCE AND TECHNOLOGY CORPORATION (for all designated States except US) 
SUGIYAMA, Hiroshi et al (for US) 

International filing date 1 3 November 2000 (13.11 .00) 

Priority date(s) claimed 16 November 1999 (16.11.99) 

Date of receipt of the record copy 

by the International Bureau : 28 November 2000 (28.11.00) 

List of designated Offices : 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IE,IT,LU,MC,NL,PT,SE,TR 
National :US 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 
In addition, the applicant's attention is drawn to the Information contained in the Annex, relating to: 

time limits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 
A copy of this Notification is being sent to the receiving Office and to the International Searching Authority. 



The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Swrtzerfand 



Facsimile No. (41-22)740.14.35 



Authorized officer: 

^hinji'lGARASHI 

Telephone No. (41-22)338.83.38 



Form PCT/IB/301 (July 1998) 
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m\^^rcm^\Zi5l^Xit. -tJltl^yy^-f h S (Cell counting Kit-8) (D 

OJ INDO) SiJ^&g4 5 0nm (#BgiSS6 0 0nm) -^©7^^* 

^^?^= 1 0 0 n p/ n a 

^ o 



flgLCL-wt, HLC-2, t h e JfilJ^^flS J u r k a t . ^m^^X — ^X^ 
Z: (?) :^ {C cfc n , L C L - w t f'*f LTCD^-fb-^i^ l 4 ViSHHaStt^:* 

■r:iizi}^t>^^^rzo 



mm 3 
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X-<^h)U (NMR) «B*m^ J NM- A 5 0 0 ^^fflL, ^ h ^ ^ ^ JV ^ 
y (TMS) ^n^n^m'RizX.Xit^i.-y (ppm) T^L^c. 

:h;K^|ll§^i:LT, s (singlet), d (doublet), t(tri 
Plet), q (quarter), m(multiplet). br (bro 
ad),br s (broad singlet) $^t.i;^c. U.m. ^j«©lll§^ 
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i-iUTcD^o izm^^Tco >^^5^;P>}^;i/AT 5 H (DMF) , -> ^ a )\^ t) 

;i.4^v^^5H (DCC) , v-f 5 y e (CD I) , 4- ( p< 

^^JU) Ti7lfUv> (DMAP) . N - t H P=^->^>^/ h U Ty-;!' (HO 

Bt) . 1- [3- (>?^5^;PT5y) yptf;i/] - 3 -x5^;u*;ui}^>'-f 5 H 

(EDCI) , 5^h^kFn7v> (THF) o Rit^ltW IZ^-^ ^^^m , 

(1) 1 - >c 4 h n - trn — 2 - T;W5=t F (2 2) 

^M^^ (1. 5ml. 37. 5mmol) CD^^tKB^M ( 2 5 m 1 ) ^^<£r - 

( 3 . 2 7 g , 3 0. 0 mm ol) (10ml) m^'^f^T b » l^iS 

T- 5 Bt FbI « b o -S-omWffi b7t@#:^5mU> h □ # 2 2 ( 8 6 0 mg. 

19%) ^#fc„ ^momm^m&Tm^L. m^nrzn^!^^iy)vt}^)uti^ 

□ V h 7 ^ ^^^t}->-@^mx5^;i/ (4 : 1, v/v) ^ffiSB 

j;0Mlw 22 (6 50mg. 14%) ^'l^Tco 

»H NMR (CDC la) 6: 4. 00 (3H. s) . 7. 40 (IH. d. J = 2. OHz) . 

7. 65 (IH, d. J = 2. OHz). 9. 61 (IH, s) ; 
IR(KBr) i;:1678, 1535. 1508. 1423. 1406. 

1311. 1100, 864. 814. 770. 754cm-' 

(2) Py-L-COzEt (23) 

3}N;;^/jN/@^^hUX9^Jl/(0. 3 9ml. 2. 0mmol)CDTHF(15m 
1 ) ^^tCJKJ^T 6 0 %yi^mit-r h U (8 3mg. 2. Immol) ^ia^ 

1 0 ^mi^WVfc. IWIiST— ha#22 (2 00mg. 1. 3mmol) <DTH 
F (5ml) ^?^&TTSiTb. ^ iE>lZ 4 5 'Ti-mU-^H^Whtzc S ^ ?iS tK ^ in 

D V h :7 ^ -fC-W L. ^^^> (1 : 4. v/v) ^tBSIJ 
J:DXX5^;i/ 2 3 (2 2 5mg. 7 7%) Srttife. 
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'H NMR (CDC 1 3) 5 : 1 . 28 (3H. t. J = 7. 5Hz). 3. 75 (3H. s) . 

4.24(2H.q. J = 7. 5Hz) . 6. 28 (IH, d. J = 1 6. OHz) . 7. 09 (IH. d. J = 2.0Hz). 
7. 47(1H. d. 1 = 1 fi. flH?'* 7 RdriH H T = 9 nu,^ . 

''C NMR(CDCl3)<5: 14.3. 35.4. 60.8, 106. 

1. 118. 4. 125. 3, 129. 8. 130. 1. 

136. 7. 166. 5: 
IR(KBr) u:1709. 1632, 1510, 1427, 1412, 

1373, 1315, 1282, 1176cm-' 



(3) P y - P y - L - C O2E t (24) 
X7.^;i/23 (1. 12g, 5. OmmoOOpC:^/— ;Pjt;^(45ml) 
fC:^iaT 10%/\°^J?'>AMm (2 5 0mg) &Jp^fc, Z.(Dm'^m\Z I't^-i^ 
m^di^'Om-d- I. (8ml) ^riiliiTira^, $ tCl 0 ^^^4^ L fc. 7^lV 
> (2ml) $:Jjnx.;t^, ^®,^^M^-fe^-r hfcai-Titl^^^^^L^o 5 

%€:ffi{b><5^U> (4 5ml) fc^i^b, ^ ^ SfS t ffl fc o 

4 h o- 2 - h U il7onT-fe5^;Utrp-;i' (2. 35g, 7. 0 

mmo 1 ) iN. N- V :/ n tf ;i^x5^;PT 5 > ( 1 . 3 1ml, 7 . 5 mm 
o 1) €rJiS;^^igTiD^, IWIiST 3 l^r^lffiif Lfc. S ?g ^ tK ^ in 

h y ^ -iziiL. @^l^x5^;i.^mgp j; 0 t*7. e d 2 4 (483 

mg, 2 8%) ^^fzo 

•H NMR (CDC 1 3 + DMSO- de) 5 : 1 . 23 (3H. t. J = 7. OHz) . 

3. 59(3H. s). 3. 94(3H. s). 4. 14(2H. q, J = 7. OHz). 6. 01 (IH. d. J = 15. 5Hz). 

6. 57 (IH. d. J=2.0Hz). 7.27(1H. br s), 7.45(1H. d. J = 15. 5Hz). 

7. 46 (IH. d. J = l. 5Hz). 7. 50 (IH. d. J = 2. OHz), 9. 59(1H. br s) 
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(4) Py-Py-Py-L-COaEt (2 6) 
t:7>t!a — ;i'24 (I7 3mg, 0. 5 0 mm o I ) (D ^ i^ y — )l - X ^ 
)V (10ml -10ml) <DmmW.\Z^Uy 1 0 % /-^ V z;^ (50mg) 
^iMTLtZo ^IcD^g'&i^tC 1 NTK^'fb^^'J'l^:'- h U A (1. 5ml) ^rPItSTSP 

ml) \zmmv^ ^^fsi^Rft-izm^^tz. z.(Dmmz 4 -7±: hY ^ y - i - ^^^^ 

;Hf O — 2 -;^j;i^3}?>^®HO B t XX5^JI/2 5 (Z.-F.Tao, at el., J.Am. 
Chem. Soc. , 121, 4961-4967 (1999) ) (209mg, 0. 70mmol) tDU 
AP (8 5mg, 0. 7 0mmol) ^M^^^U-CimX. l^iST 3 I^PbI^*^ b fco 

y ^ - iziivtzo ^ ^ y -;p-i^^x9^;i' (i : 9, v / v ) ^mSBJ^o hux 

tfn — Jl/2 6 (I2 0mg, 5 0%) ^^Tco 

'H NMR (CDC la) 6: 1 . 29 (3H. t. J = 7. OHz) . 2. 06 (3H. s) . 

3. 59(3H. s). 3. 81 (3H. s). 3. 84(3H. s). 4. 20(2H. q. J = 7. OHz). 
5. 99 (IH. d. J = 15. 5Hz). 6. 5 1 (IH. s) , 6. 58 (IH. s) . 6. 6 1 (IH. s) . 
6.94(1H. d. J = 2.0Hz). 7. 1 3 (IH. s) . 7. 32 (IH. d. J = 2. OHz). 
7.47(1H. d. J = 15. 5Hz). 7. 78 (IH. s) . 7. 98 (IH. s) , 8. 36 (IH. s) 

(5) Py-Py-Py-L-C02lm (2 7) 

hUXfcfD — Jl/ 2 6 (2 4mg> 0. 0 5 0mmol)<D;»<.^y — ;U-THF 
(1 0 m 1 - 1 0ml) (Dmmz^UT 1 NTK^fb:^ h U 'y Ay^BM ( 1 . 5 ) 

ma^mW-^MTi^. ±Zrzt}LWim^^WL\^ ^ (is. 5mg) Sr^fcc 

iLCDMi^^mmt.^ ibts.^mmi^^i'it^-f^z:k(D^)^-\zm^^tz, mii^6^mw (12. 

8mg) (DDMF (1. 5ml) mW.\ZCUl (24. 3mg, 0. 15mmo 

T-fSr^^V — ;UX7.5^;i/2 7 (13. 5mg, 54%) Sr^iifeo 

'H NMR (DMSO-dO 5: 1 . 96 (3H. s) . 3. 77 (3H. s) . 3. 82 (3H. s) . 
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3.85(3H. s). 6. 85 (IH. s). 7.08(1H. s). 7. 09 (IH. s). 

7. 12 (IH, d. J = 15. OHz). 7. 14 (IH. s). 7. 22 (IH. s). 7. 24 (IH. s). 

7. 47(1H. s). 7. 87(1H. ri. 

9.80(lH.s).9.89(lH.s).I0.03(lH.s) 

(6) Py-Py-Py-L-DU86 (1 1) 
DU8 6©Ag|52 8 (S. Nagamura. at el. . J.Med.Chem., 40, 972-979 ( 1 99 
9) ) (6. 2mg, 0. 024mmol) <DDMF (2ml) mmiZ^}^T 6 0 
%yi^miti- h (2. Omg. 0. OSOmmol) ^M^. 1 0 

mWLrz. ^(DWi. IWliST-f $^y-;i.xX5-;P2 7 (12. 9mg, 0. 02 
6mmo 1) ODMF (1ml) mm.^m?L. ^JC SB^fBlM^^Lfc. U 

>mi- h y r~ (pH6. 8 6) ^jQ^^c^, *&JD^. mt ^ =f- V 

Ai^ h^57^-{C#b7to ^iS'/-;!.-^ o n;j>;PA (i : 9, v/v) 
^ffilBJ:DPy-Py-Py-L-DU8 6 11 (7. 7mg. 46%) ^# 

'H NMR (DMSO-de) d: 1 . 29-1 . 31 (IH. m) . 1 . 97 (3H. s) . 

2.07-2. 11 (IH. in).2.47(3H. s).3. 72 (3H. s). 3. 78 (3H. s) . 3. 82 (3H. s). 
3.83(3H. s). 4. 17-4. 22 (IH. m) . 4. 27-4. 32 (IH. m) . 
6.57(1H. d. J = 15.0Hz). 6. 83-6. 85 (br s). 6. 86 (IH. s). 6.90(1H. s). 
7.06(1H. s). 7. 15 (IH. s). 7.24(1H. s). 7. 39 (IH. s). 

7.57(1H. d. J = 15. OHz). 9.80 (IH. s).9.89(lH. s).9.94(lH. s). 
12. 36(1H. s) 



<r>mm.. m^\-s.mmmz6^^&^\z^mr^mm^mmii'^mmz^^ ^tffix-^. 
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if j1< CO 



1 . — ( I ) 

B - L - A ( I ) 

^'^'r^mn\zMr^itmmA(Dmm^mtii^rz\tm^-r^:^i^. 

- h<7)#'>x;P{CDN AXfJRN A^^WrSi^M^^AL, -B.^ (I) T3g 
$n^jb-&tliDNAX«RN AS:^#-r'5'ifKi:*3fe^{3f^^$-&/c^, DN 
AX«RNA^^W-rSiilM®^Si^aiJ^-r-g. ili;&^^;a:5DNAX«RNA^ 
^^rT€.i^K{c*f-r«.{k;^aAc^f^ffi$^^ttl^fc:(j|^^t--5|f^O®i3^ im-L 

3. #'>x;l.}C#a -^5^ (I) T*Stl5<t^%;{»^ DNAXteRN 
A^^^-rSJ^MODN AXfJRN A(7)S^^:«ISi2^J^igi^-r-5. :i i^O^T^S 
*>OT^f9,^':7x;i.{3^A$n^DNAXHRNA$^Wt--g.t/M*^IWIU#fS 

4. ^':7x;u{r??ii$-a--5,-^^ (I) T' ^ $ n -5 ^1: 2^ . dnax^^rn 

A^£^W-rS#?S©DNAX«RNA(Z)#^0 1 a^O^SK^J ^ ^^T 5 il i 

6. DNAXHRNAO:^Si2^J^&|gi^-rS iifJ^X ^ ^ ^^^mMom^^^ 
^•r^ib^mm^i. AXitRN A^^^T^mmcDXmcDDN AXURN A 

- 23 - 



wo 01/36677 PCT/JPOO/07992 

9. D N A ^ (D^gsf^ffl ^ wr^'ft^^ii^^-r s A;?>^, mmM(D^t^m^x' 
13. (I) xm-^n^it^^ii^'A^ 
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1 3 3g© Vi-rti^MdiBacD:;^}*. 



1 5 . 



16. DN AX«RNA$^WT^iirS<D^^^^S9^r-2.^^;&^ <^n<D^3fE 



1 7 . 



'i»K<7)^5E?:^fiJ^T'5>:&&;0^ t J: <5 (7) S If * cD 



1 6 ^{Cf2«©;^fe 



18. »Jt^<^lgffllll 1 7 3lOI.>Tn7&^tfaiE0D;^^^ff ^fciexJD, D 



1 9 . 



( I ) 
B - L - A 



( I ) 



T^$n^D N A©^^6H^J<£r^i^Lf#S^t:^S, Rl^f^ffl^© D N AXtJ R N 
mm 1 8 ^ {d 13 ® © <:/ ho 



2 0 . 



- 25 - 



wo 01/36677 



PCT/JPOO/07992 



B - L - A 



( I ) 



2 1 



DN AjLi-iRN A^^mt ?>mm\zM-r ^it^mA(Djpm ^mtii^rc\t 



n 



2 o^jcie^wyi/ 
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2 



m 




H 
N 



|l >-CH3 



COOCH3 



CH3 



O 



5'*- AGaATCAGGG GAT'A Arf^ar; GAAAGAACAT GTGAGCAAAA GGCCAGCAAA 
3'. TCTTAGTCCC CTATTGCGTC CTTTCTTGTA CACTCGTTTT CCGQTCGTTT 



AGGCCAGGAA CCGTAAAAAG GCCGCGTTGC TGGCGTTTTT CCaTAGGCTC 
TCCGGTCCTT GGCATTTTTC CGGCGCAACG ACCGCAAAAA GGTATCCOaG 



CGCCCCCCTG AC6AGCATCA CAAAAATCG*. CGCTCAAGTC AQAGGTGGCG 
GCGGGGGGJU: TGCTCGTAGT GTTTTTAfiCT GCGAGTTCAG TCTCCACCGC 



AAACCCGACA GGACTATAAA GATACCAGGC GTTTCCCCCT GGAAGCTCCC 
TTTGGGCTGT CCTGATATTT CTATGGTCCG CAAAGGGGGA CCTTCGAGGG 



TCGTGCGCTC TCCT6TTCCG ACCCTGCCGC TTACCGGATA CCTGTCCGCC 
AGCACGCGAG AGGACAAGGC TGGGACGGCG AATGGCCTAT GGACAGGCGG 



TTTCTCCCTT CGGGAAGCGT GGCGCTTTCT CAimSCTCAC GCTGTAGGTA 
AAAGAGGGAA GCCCTTAGCA CCGCGAAAGA GTTACGAGTG CGACATCCAT 



TCTCAGTTCG GTGTAGGTCG TTCGCTCCAA GCTGGGCTGT GTGCACGaAC 
AGACTCAAGC CACATCCAGC AAGCGAGGTT CGACCCGACA CACGTGCTTG 



CCCCCGTTCA GCCCGACCGC TGCGCCTTAT CCGGTAACTA TCGTCTTGAG 
GGGGGCAAGT CGGGCTGGCG ACGCGGAATA GGCCATTGAT AGCAGAACTC 



TCCA2W:CCGG TAAGACACGA CTTATCGCCA CTGGCAGCAG CCACTGGTAA-3' 
AGGTTGGGCC ATTCTGTGCT GAATAGCGGT GACCGTCGTC GGTOarraTT-S'* 
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